appearance and secretion in fetal lamb lung in response to dexamethasone. Pediat Res 6:406, 1972 (abstract) During three separate thoracotomies in five sheep, I put a Foley balloon catheter in the left atrium (LA) and catheters in the LA, pulmonary artery (PA), aorta and right atrium, resected nonpulmonary contributions to the caudal mediastinal lymph node, and cannulated the efferent duct from this node. After animals recovered from surgery, I performed experiments without anesthesia while the sheep stood in a special cage. I measured vascular pressures continuously, recorded lymph flow each 15 minutes and measured total protein concentration in lymph pooled each 30 minutes and in blood plasma drawn hourly. Each experiment was preceded by a baseline observation period. Once in each sheep, I produced a steady state pressure elevation for four hours by inflating the left atrial balloon. Eight times in the five sheep, I infused 4 agkg-l min-1 histamine phosphate intravenously for four hours. Six times in four sheep, I infused increasing doses of histamine intravenously to establish dose-response relationships. Five times in two sheep I compared the response to identical left atrial and intravenous infusions done on different days. Three times in one sheep I tested the effect of diphenhydramine on the histamine response. Increasing histamine infusion rate increased lung lymph flow. Table 2 shows the data from one such experiment. In these experiments, histamine infusion rate was kept constant until a plateau in the lymph flow response occurred, and the table expresses lymph flow at the plateau relative to baseline lymph flow. Each increase in histamine infusion rate caused a further fall in left atrial pressure and increase in lymph flow. The lymph flow response to intravenous histamine infusions was always much greater than the response to identical left atrial infusions in the same animal, regardless of the order in which the studies were done. Diphenhydramine, 3 mg/kg, given intravenously while maintaining a 4 ,&g-l min-I histamine infusion, caused lymph flow to return to baseline.
In awake sheep, histamine causes a dose-related increase in lung lymph flow without causing lymph-plasna protein concentration ratios to fall. These effects are clearly different from the effects of mechanically increased pressure. I conclude that histamine causes an increase in lung vascular permeability to protein which is reversed by diphenhydramine. Because intravenous histamine infusions had a consistently greater effect than identical left atrial infusions, vessels supplied by pulmonary artery blood are apparently affected.
Human diseases in which lung vascular permeability is increased could be mediated by endogenous release of vasoactive substances. These studies suggest that histamine should be considered a candidate mediator in such reactions, and if so, that high parented doses of classic antihistamines could be therapeutically useful. 
